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DETAILED ACTION 
Status of Claims 

1 . The amendments filed on 1 7 July 2008 have been entered into the record 
and have been fully considered. Claims 5, 1 1 , 16 and 23 have been cancelled. 
Claims 1, 7, 8, 12, 13 and 19 are amended. 

2. Claims 1 -4, 6-1 0, 1 2-1 5, 1 9, 20-22 and 24, drawn to a method of 
identifying candidate compounds for enhancing CREB pathway function and 
assessing the effect on CREB-dependent gene expression, are under 
consideration in the instant application. 

3. Any objection or rejection of record, which is not expressly repeated in this 
action has been overcome by Applicants response and withdrawn. 

4. Applicant's arguments filed on 17 July 2008, have been fully considered. 
New grounds of objection and rejection are as follow. 

Response to Amendment 

Withdrawn obiections and/or rejections 

5. Upon consideration of the Applicant's amendment, all claim objections and 
rejections, not reiterated herein have been withdrawn, as overcome by 
cancellation and/or amendment of claims (17 July 2008). 

6. The rejection of claims 1 -4, 5-1 0, 1 9-22 and 24 under 35 U.S.C. 1 1 2, first 
paragraph (scope of enablement) is withdrawn, in view of the claim amendments. 
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7. The rejection of 1 , 2, 7, 8, 1 3 and 1 9, under 35 U.S.C. 1 1 2, second 

paragrapli is withdrawn, because of the amendment of relevant claims and 
Applicant's persuasive argument. 


Rejections Maintained 
Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for 
all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

8. The rejection of claims 1,3-7, 9-12, 14, and 16 under 35 U.S.C. 103(a) as 
being unpatentable over Sheriff et al., (Reg Pept 75-76: 309-318, 1998), in view 
of Herzog et al. (PNAS 89: 5794-5798, 1992), is applied to amended claims 1, 3- 
4, 6-7, 9, 12 and 14-15, for reasons of record in the Office Action dated 17 April 
2008. It is noted that page 1 1 , para 21 , line 1 of the previous Office Action dated 
17 April 2008 had a typographical error, wherein claim 15 was inadvertantly 
missing, although the claim was considered and rejected in that rejection. 
Examiner apologises for the lapse 

9. Applicant argues that Sheriff does not teach that control cells treated with 
NPY and not with forskolin do not exhibit significantly different activity from 
control cells not treated with forskolin or NPY. Quoting Sheriff, Applicant alleges 
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that Examiner's interpretation is contrary to Sheriff's teaching, "i.e. those of 
ordinary skill in the art", because Sheriff teaches that forskolin and NPY increase 
luciferase activity, and that this "may involve more than one member of CRE 
binding transcription factors". Applicant further asserts that Sheriff's teaching was 
directed to "elucidating downstream signal transduction pathways beyond the 
second messenger levels involved in NPY-mediated actions", and Herzog's 
teaching was drawn to "elucidating receptor subtypes that mediate observed 
effects of NPY". Furthermore, based on the current claim amendments. Applicant 
cautions that since Sheriff and the other references do not teach or suggest the 
screening a plurality of compounds for potential development of candidate 
cognitive enhancer compounds in the claimed screening method, "any attempt to 
read these limitations into the cited art would constitute nothing more than 
hindsight reconstruction on the part of the Examiner". 
1 0. Applicant's arguments are fully considered, however, are not found to be 

persuasive. Firstly, it is reinstated that Sheriff et al. demonstrate that the 
luciferase activity in control cells treated with NPY but not with forskolin is not 
significantly different from the activity elicited by control cells that are not treated 
with either forskolin or with NPY (Figure 5, 1^' and 2"^^ bar), thereby denying 
Applicant's allegation that this effect is not observed. Additionally, the treatment 
of the transfected cells with NPY and forskolin results in a significant increase of 
luciferase activity as compared to control cells treated with forskolin but not with 
the NPY (Abstract; Results: Section 3.5; Figure 5, 5*^ and 6'^ bar). Applicant's 
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allegation that Sheriffs teaching is contrary to Examiner's interpretation is 
mistaken, because of the observations matching the requirements in the claimed 
method as stated above. The claim recites the effect of a compound on CREB 
pathway in the presence of a CREB stimulating agent forskolin. Comparable 
results from an Identical experimental design is presented in Figure 5 of the 
Sheriff paper, whereby it is evident that no contradiction exists with the author or 
the person of ordinary skill as alleged by Applicant. Furthermore, Applicant's 
argument over the mechanism of action, receptor subtypes and signal 
transduction pathways Involved in NPY and CREB interaction taught in the cited 
references is beyond the scope of the claimed limitations. The claim plainly 
requires the effect of a test substance on enhancing CREB pathway function in 
the presence of forskolin, which is indicated by activity of the indicator gene or by 
gene expression studies. The claims do not require that the test substance is not 
involving more than one member of CRE binding transcription factors. 
Furthermore, Applicant repeatedly alleges reminiding Examiner of the missing 
"plurality of test compounds" from the cited references. Applicant also presents a 
cautionary note stating not to attempt reading this limitation into the references, 
or else will amount to "hindsight reasoning". However, it is taught in the Sheriff 
paper that NPY exerts several biological and cognitive functions (e.g. modulation 
of memory, inhibition of anxiogenic activity, feeding behavior, etc.), by activating 
the CREB pathway. Additionally, as evidenced by Impey et al., "CREB is a key 
regulator of long-term memory consolidation" (Nature Neurosc 1: 595-601, 1998; 
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page 595, para 2). It would, therefore, be obvious to the person of ordinary to test 
a plurality of cognitive enhancer compounds like NPY that would stimulate the 
CREB pathway, using the same method steps as taught in the Sheriff and 
Herzog references. The person of ordinary skill would be motivated to test 
multiple compounds because both, the CREB pathway and NPY have known 
cognitive modulatory effects. Applicants may argue that the examiner's 
conclusion of obviousness is based on improper hindsight reasoning. However, 
"[a]ny judgement on obviousness is in a sense necessarily a reconstruction 
based on hindsight reasoning, but so long as it takes into account only 
knowledge which was within the level of ordinary skill in the art at the time the 
claimed invention was made and does not include knowledge gleaned only from 
applicant's disclosure, such a reconstruction is proper." In re McLaughlin 443 
F.2d 1 392, 1 395, 1 70 USPQ 209, 21 2 (CCPA 1 971 ). Applicants may also argue 
that the combination of two or more references is "hindsight" because "express" 
motivation to combine the references is lacking. However, there is no 
requirement that an "express, written motivation to combine must appear in prior 
art references before a finding of obviousness." See Ruiz v. A.B. Cliance Co., 
357 F.3d 1270, 1276, 69 USPQ2d 1686, 1690 (Fed. Cir. 2004). **>See MPEP § 
2141 and § 2143 for guidance regarding establishment of a prima facie case of 
obviousness. Lastly, "screening a plurality of compounds" is part of the preamble 
of the claim reciting the screening method, that reflects a general feature of any 
screening protocol without providing further limitations to the invention. 
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Additionally, screening implies testing more than one compound. Therefore, the 
addition of the limitation "plurality of compounds" does not add any distinct 
limitation to the claimed method, rather is redundant. If the body of a claim fully 
and intrinsically sets forth all of the limitations of the claimed invention, and the 
preamble merely states, for example, the purpose or intended use of the 
invention, rather than any distinct definition of any of the claimed invention's 
limitations, then the preamble is not considered a limitation and is of no 
significance to claim construction. Pitney Bowes, Inc. v. Hewlett-Packard Co., 
182F.3d 1298, 1305,51 USPQ2d 1161, 1165 (Fed. Cir. 1999). See also Rovi/e 
V. Dror, 112 F.Sd 473, 478, 42 USPQ2d 1550, 1553 (Fed. Cir. 1997). Because of 
the above reasons, the claimed invention stays rejected as prima facie obvious 
over the combined teachings of the prior art. 


1 1 . The rejection of claims 1 9(a-k), and 20-24 under 35 U.S.C. 1 03(a) as 
being unpatentable over Sheriff et al., (Reg Pept 75-76: 309-318, 1998), in view 
of Herzog et al. (PNAS 89: 5794-5798, 1992), and further in view of Barad et al. 
(PNAS 95: 15020-15025, 1998), is applied to amended claims 19, 20-22 and 24, 
for reasons of record in the Office Action dated 17 April 2008. 

12. Applicant repeats the same argument as above, stating that neither Sheriff 
nor Herzog teaches or suggests screening a plurality of compounds to determine 
the ability of compounds to enhance the CREB pathway and identify the 
compounds as a candidate cognitive enhancer compound based on the claimed 
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invention, nor does Barad remedy tlie deficiencies. Applicants tlius request the 
withdrawal of the rejection. 

1 3. Applicant's arguments are fully considered, but not found to be persuasive 
based on the detailed discussion presented above. As stated in the previous 
Office Action It Is reiterated that it would have been obvious to the person of 
ordinary skill In the art at the time the invention was made to modify the method 
for elevating Y1 message in neuroblastoma cells as taught by Sheriff et al., by 
using hippocampal neurons. It would have also been obvious to the person of 
ordinary skill In the art at the time the invention was made to modify the method 
for elevating Y1 message in neuroblastoma cells as taught by Sheriff et al., by 
elevating cAMP levels from hippocampal slices as taught by Barad et al. The 
person of ordinary skill in the art would have been motivated to substitute 
hippocampal neurons for hippocampal slices, because neurons are Individual 
cells that would elicit the CREB dependent gene expression In a cell specific 
manner. Thus, the claimed invention as a whole stays rejected as prima facie 
obvious over the combined teachings of the prior art. 

14. The rejection of claims 2, 8 and 13 under 35 U.S.C. 103(a) as being 
unpatentable over Sheriff et al., (Reg Pept 75-76: 309-318, 1998), In view of 
Herzog et al. (PNAS 89: 5794-5798, 1992), and further in view of Barad et al. 
(PNAS 95: 15020-15025, 1998), is applied to amended claims, for reasons of 
record in the Office Action dated 17 April 2008. 
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15. Applicant repeats tlie same argument as above, witli emphasis directed to 
the screening of a plurality of compounds to identify the compounds as a 
candidate cognitive enhancer compound based on the claimed invention. 
Applicants thus request the withdrawal of the rejection. 

16. Applicant's arguments are fully considered, but not found to be persuasive 
based on the detailed discussion presented above. As stated in the previous 
Office Action it is reiterated that it would have been obvious to the person of 
ordinary skill in the art at the time the claimed invention was made to determine 
the sequential addition of compounds to be added to neuroblastoma cells or 
hippocamal cells for identifying compounds that enhance the CREB pathway 
function, as taught by Sheriff et al., or Barad et al. The person of ordinary skill in 
the art would have been motivated to perform such tests, to assess the optimum 
conditions to achieve the desirable increase in CREB function. The person of 
ordinary skill in the art would have expected success because in vitro cell based 
assays using one or more agents were routinely performed in the scientific and 
medical community, at the time the invention was made. Thus, the claimed 
invention as a whole stays rejected as prima facie obvious over the combined 
teachings of the prior art. 
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Conclusion 

17. No claims are allowed. 

1 8. Applicant's amendment necessitated the new ground(s) of rejection 
presented in this Office action. Accordingly, THIS ACTION IS MADE FINAL. 

See MPEP § 706.07(a). Applicant is reminded of the extension of time policy as 
set forth in 37 CFR 1.136(a). 

1 9. A shortened statutory period for reply to this final action is set to expire 
THREE MONTHS from the mailing date of this action. In the event a first reply is 
filed within TWO MONTHS of the mailing date of this final action and the advisory 
action is not mailed until after the end of the THREE-MONTH shortened statutory 
period, then the shortened statutory period will expire on the date the advisory 
action is mailed, and any extension fee pursuant to 37 CFR 1 .136(a) will be 
calculated from the mailing date of the advisory action. In no event, however, will 
the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

20. Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Aditi Dutt whose telephone number is (571) 
272-9037. The examiner can normally be reached on Monday through Friday, 
9:00 a.m. to 5:00 p.m. 

21 . If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Jeffrey Stucker, can be reached on {57^ ) 272-0911 . The 
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fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 
22. Information regarding the status of an application may be obtained from 

the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.qov/ . Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free). 

AD 

24 October 2008 
/Jeffrey Stucker/ 

Supervisory Patent Examiner, Art Unit 1649 


